MHNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Siklos 100 mg ¢punmupana tabnerka
Siklos 1 000 mg ¢ummupana TabiaeTka

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Siklos 100 mg ¢unmupana rabiaerka
Bcesika punmupana tabierka cpabpka 100 mg xuapokcukapbamun (hydroxycarbamide).

Siklos 1 000 mg dunmupana Tadnerka
Bcesika punmupana tabnerka cpabpka 1 000 mg xuapokcukapbamun (hydroxycarbamide).

3a IBIHKS CHUCHK Ha IIOMOIIHUTE BEIIECTBA BIYKTE TOYKA 6.1.

3. JJEKAPCTBEHA ®OPMA
Odunmupana tabdierka (TabiueTka)

Siklos 100 mg dbunMmupana TabaeTka

IToutn Osina, ¢ mpoabaTOBaTa hopmMa, GUIMUpaHa TabIeTKa C NSTUTEIIHA YepTa 3a paseiiTHe Ha
MOJIOBHHA OT JIBETE CTPAHHU.

Tabnerkara MOXe Jia Ce pa3/esiv Ha paBHU MOJIOBUHU. Ha Bcsika mosioBrHA Ha TabJieTKaTa Ma
U3ITBbKHANO penedHo o3HaueHue ,,H oT emHaTa crpaHna.

Siklos 1 000 mg puaMupaHa TabaeTKa

IouTu 6sina, ¢ popma Ha Kancyna, puaMupana TabIeTKa ¢ Mo TPY JCTUTEITHU YEPTH OT JBETE CTPAHU.
Tabnerkara Mosxe 1a ObJIe pa3aeiieHa Ha YSTUPH PaBHHU YacTH. BbpXy BCsKa 4eTBBPTHHA Ha
TabieTkaTa IMa U3bKHAJIO penedHo o3HadeHue ,, T oT enHarta cTpaHa.

4. KJIMHUYHU JAHHU
4.1. TepaneBTHYHU NOKA3AHUS

Siklos e mokasaH 3a mpo¢uIaKTHKa Ha peIUAUBHPALIH, OOJIE3HEHH, Ba30-OKIy3UBHHU KPU3H,
BKJIFOUUTEITHO OCTHP IPBhACH CUHAPOM IPU Bb3pacTHH, IOHOLIM U Jella Ha Bb3PacT HaJl 2 TOAUHH,
CTpajamy OT CHMIITOMATUYHY IIPOSBH HA CHHPOMAa Ha ChPIOBHUIHO-KJIEThYHA aHEMUS (BXK. TOUKA

5.1)
4.2. Jlo3upoBKa U HAYMH HA NMPUJIOKEHHE

Jleuenuero cne Siklos TpiI6Ba Ja C¢ 3alo4He OT JICKap, KOWTO MMa OIIMT B JICYCHUETO Ha MAllMCHTH
CbC CUHJAPOMA Ha CHPIOBUIHO-KJICTbYHA aHEMUS.

gO3I/I[20BKa

IIpu ev3pacmuu, ronowu u deya Hao 2 200UHY

Jo3upoBkaTa TpsOBa 1a ce 6a3upa Ha TEIeCHOTO TerJIo (T.T.) Ha MalUeHTa.

Havamnara no3a Ha xugpokcukapbamug e 15 mg/kg T.T. v mpenopbrYBaHaTa 103a € Mexay 15 u
30 mg/kg T.T./1HEBHO.




JlokaTo manueHThT OTrOBaps Ha JICUYSHUETO KIMHUYHO WIIM XEMATOJIOTHYHO (HAMp. MOBHIIABAHE HA
xemornobuH F (HbF), cpenen kopnyckymnapen ooem (MCV), HamansBaHe Ha Oposi Ha HeyTpoduiInTe),
no3ata Ha Siklos TpsOBa na ce moaabpiKa.

B citydaii Ha nmurica Ha 0TroBOp (PEIMANB Ha KPH3H WIIH JIMTICA HA MOHMKEHUE HAa YeCcTOTaTa Ha
KpH3WTE) JTHEBHATA 71032 MOXKe J1a Ob/ie yBeIn4YeHa IOCTeNeHHo ¢ 1o 2,5 1o 5 mg/kg T.T./1€eH, KaTto ce
W3M0JI3Ba HAH-MOIXOAAIIIaTa JIeKapCTBeHA (OopMa, CIIOpel KOTHUECTBOTO Ha aKTUBHOTO BELIECTBO B
JI030Ba CAMHUIIA.

[Ipu u3BbHpEHU 00CTOSATEICTBA MaKCUMaITHA J103a 35 mg/kg T.T./1HEBHO MOXKe 1a ObJie ONpaBaaHa
IIPH HETIOCPENICTBEHO XEMAaTOJIOTUYHO HabroAeHe (BK. Touka 4.4).

AKO TanMeHThT He OTTOBOPY Ha MaKCHMalHaTa J103a Xuapokcukapbamuy (35 mg/kg 1.17./1HEBHO),
TIpUIaraHa TPH J0 MIECT Mecera, TPsOoBa Ja ce 00ChIM OKOHUYATETHO ITpeycTaHoBsBane Ha Siklos.

AKO OposIT Ha KPFBHUTE KJIETKU € B TOKCUYHHU TpaHuH, Siklos TpsiOBa 1a 0b/1e BpeMEHHO
MIPEYCTaHOBEH J0 BH3CTAHOBSBAHE HA OpOs HA KPBHUTE KIETKH. XEMaTOJOTHYHOTO BH3CTAHOBSBAHE
0OMKHOBEHO HAacTBIIBA 3a JiBe ceAMUIM. Cieq TOBa JISYEHHETO MOXKe Ja 0b/ie Bh30OHOBEHO C
HamaneHna go3a. Jlozata Siklos Moxe ciiex ToBa 1a Obie OTHOBO MOBHIIECHA IO/ HETIOCPEICTBEHO
XEeMaToJIOrn4Ho HabmoaeHne. Jlo3a, MpUYMHABAIIA XeMaTOJIOTnIHA TOKCHYHOCT, He TpsI0Ba 1a ce
OIMTBA MOBEYE OT JBa MBTH.

TOKCHYHHUTE IPAHHUIM MOTAT J1a CE ONPEICIIAT OT CICAHUTE PE3YJITATH OT KPHBHUTE TECTOBE:
Heytpodummn <1500 /mm’
TpomGouuTH < 80 000/mm’®
XeMorinoouH <4,5 g/dl
Peruxynonurn < 80 000/mm? ako KOHIICHTpanuaTa Ha xeMorsioous e < 9 g/dl

JBArocpovHy TaHHU OT MPOJBIDKUTENHATA YIOTpeOa Ha XUIPOKCHKApOaMU/I TIPH MAIUCHTH ChC
CUHJIPOMA Ha CHPIIOBUAHO-KJICThYHA aHEMHS UMa TIPU JICa U FOHOIIIN, C IPOCIICIIBaHE B
NPOIBIKCHUE HA 12 TOAMHY MPH Jela U IOHOIIX U MoBeYe OT 13 roguHu NpH BE3pacTHH.
[ToHacrosiieM He € U3BECTHO KOJIKO JBJIT0 TPsAOBA J1a ce JIeKyBat narueHtuTe che Siklos. 3a
MIPOIBJKUTEITHOCTTA HA JICYCHUETO OTTOBaps MPENUCBAIIUAT JISKap U TS TPSOBaA Jla CE OCHOBaBa Ha
KJIMHUYHUS U XEeMaTOJIOTHYCH CTAaTyC HA BCEKH MAlUEHT.

Cneuuafmu nonyaayuu

Heya na év3pacm noo 2 2o0unu

BesonacHocTTa M e(pUKACHOCTTA HA XUAPOKCUKAPOAMUJT TIPH JIEla OT PAXTAHETO J0 2-TOTUIITHA
BB3pacT ollle He ca yctaHoBeHU. Criope/i OrpaHUYeHH JJaHHHU ce MocouBa, ue 20 mg/kg/nen HamansBat
€nU30,IMTe Ha 00JIKa 1 ca 0e30MacHM MPH Jelia Ha Bh3PacT Mo 2 TOAMHHU, HO 0€30MIaCHOCTTA IIPH
JUBJITOCPOYHO JICUCHUE TIPEJICTOM J1a ObJIC YCTAHOBEHA. 3aTOBA MPEIOPHKH 3a TO3UPOBKATA HE MOTAT
na ObaT gaaeHw.

bvopeuno ygpescoane

Tbii KaTo peHaIHaTa eKCKpELrs € OCHOBHUSAT BT HA €TMMUHHUPaHE, TP MAHeHTH ¢ ObOpeyHO
yBpekIaHe TpsOBa Aa ce 0OMUCITN HamalsiBaHe Ha fno3ara Ha Siklos. [Tpu manueHT! ¢ KpeaTHHHHOB
xkiupbHC < 60 ml/min HavanHaTta no3a Ha Siklos TpsOBa na ce Hamanu ¢ 50%. [1pu Te3n manyenTH ce
MpenophIBa HETIOCPEACTBEHO HAOJIOICHIE Ha KpBBHATE TToKa3zaTenu. Siklos He TpsOBa ma ce mpriiara
MIPH MAIMEHTH C TeXKO 0bOpedHo yBpexaaHe (KpeaTHHHHOB KIupBhHC < 30 ml/min) (Bx. Touku 4.3,
44u5.2).

Yeprodpobro yspesicoane

JIumcBaT JaHHM B MOJIKpENa Ha CIEHATHU KOPEKIMY Ha J103aTa IPH MAlUeHTH ¢ YepHOAPOOHO
yBpexknane. [Ipy Te3n manueHTy ce mpenopbruBa HEMOCPEICTBEHO HAOMIOIeHNE Ha KPBBHATE
nokazarenu. OT cho0paxkeHus 3a 6e3onacHocT, Siklos e MPOTHBOMIOKA3aH MPU MAIEHTH C TEXKKO
4epHOAPOOHO yBpexnaHe (Bk. Touku 4.3 u 4.4).



Hauwun Ha OPUITOKCHHEC

B 3aBucumocT ot WHIWBUAYaJIHaTa NpeanncaHa a03a, TabJeTKaTa WM MOJOBUHKATA WU
YCTBBbPTUHKATA OT TabmeTKaTa TpSI6Ba Aa c€ npueMart €JuH 0IbT AHCBHO, 3a IPCANOYNTAHC CYTPHUH
npeau 3aKyCka 1, KoraTto € H606XOZ[I/IMO, C Hamia BoJa UJI MHOT'O MaJIKO KOJIMYECTBO XpaHa.

HpI/I ManycHTHU, KOUTO HE MOTaT a4 I'eJiTaTt Ta6J'I€TKI/IT6, T€ MOrar Ja c€ pasTpoimiaT HemoCpeaACTBEHO
npea yrmTpeﬁa, B MaJIKO KOJIMYCCTBO BOJAa B Ya€HA JIbXKHUYKaA. ﬂ06aBHHGTO Ha Kallka Cupomn Uin
CMCCBAHCTO C XpaHa MOXKC [a MIPUKPHUEC CBCHTYAaJIHHUA UM I'OPYUB BKYC.

4.3. IIporuBomoka3zanus

CBpBXUyBCTBUTEIHOCT KbM aKTUBHOTO BEILECTBO MJIM HAKOE OT IOMOIIHHUTE BELIECTBA.
Texko uepHoapoOHOo yBpexaane (Child-Pugh knac C).

Texko 6b0pedHo yBpexkaane (KpeaTHHUHOB KIHMpbHC < 30 ml/min).

TokCcHYHY rpaHULIN HA MUETIOCYIIPECHS, TaKa KaKTO A ONHMCAaHHU B TOUKa 4.2.

Kopmene (Bx. Touka 4.6).

4.4. Cneuuajany mpeaynpeskaeHUsl U MpeANa3sH MePKH MPH ynoTpeda

[ToTuckane Ha KOCTHUS MO3BK

Jleuenuneto cbe Siklos n3ncKBa HEMOCPEACTBEHO KIMHUYHO HaOIroieHre. XeMaTOJIOTHIHUAT CTaTyc
Ha ManyeHTa, KakTo 1 ObOpeyHHuTEe U YepHOAPOOHU (PYHKIMH TPsIOBa a ObJaT yCTAaHOBEHHU NPEar U
MHOTOKPATHO TI0 BpeMe Ha JiedueHueTo. [1o Bpeme Ha nedennero cbe Siklos OposT Ha KPBBHUTE KIETKH
TpsIOBa Ja ce MpociesBa BEAHBX MECEYHO B HAUAIOTO Ha JICYEHUETO (T.€. Ipe3 IbPBUTE Ba MECena)
1 aKo JHEBHATa /103a Ha XuApokcukapbamug e 1o 35 mg/kg T.1. IlanmenTy, KOUTO ca cTabUIN3UpaHu
C TO-HUCKH JJO3M TPsAOBa Aa ce MpociieAsaBaT Ha 2 Mecela.

Jleuenueto cbe Siklos TpsOBa 1a ce MpeycTaHOBHU, aKO PYHKIHSITA Ha KOCTHHSI MO3BK € IIO4epTaHO
II0OATHUCHATA. OOHKHOBEHO HCYTPOIICHUATA € ITbpBaTa U Hal-dyecTa IIposiBa Ha X€MaTOJIOrMYHa
cynpecusi. TpomOouuToneHus 1 aHEeMUsI HACTBIIBAT C [O-MaJlKa YeCToTa U PS/KO ce HabmoaaBaT 6e3
IpeIX0KAaIla HeyTPOIleH!s. Bh3CTaHOBIBAHETO OT MHEIOCYTIPECHsl € OOMKHOBEHO OBP30, CIIeT KaTo
ce npeycraHoBH jedeHunero. Jledenuero cbe Siklos cien ToBa MOKe [a ce TOJHOBHU C MAJIKO IO-HHCKA
no3a (Bxk.Touka 4.2).

BrOpeuno u uepHOApoOHO YBpeKIaHe

Siklos TpsibBa aa ce W3Mo3Ba C MOBUIIEHO BHUMAaHHUE TPH TTAIUEHTH C JIEKO J0 yMEepPeHO ObOpedHO
yBpexaane (Bxk.Touka 4.2).

Tbii KaTo MMa OrpaHWYeHH JaHHU NPH MALUEHTH C JIEKO O YMEPEHO 4epHOApOoOHO yBpexaane, Siklos
TpsOBa Ja ce M3I0JI3BA C MOBUIIICHO BHUMAHHUE MPH TAX (BXK.TOUKa 4.2).

S13BM Ha KpakaTa ¥ TOKCHYHOCT, CBbp3aHa C KOJKEH BaCKyJIUT

Siklos TpsiOBa na ce U3MOM3Ba C MOBUILICHO BHUMAaHKE NP MALMEHTH C SI3BU HA KpakaTa. SI3BUTe Ha
Kpakarta ca 4ecTO yCJI0XXHEHHE IIPY CHHAPOMA Ha ChPIIOBUIHO-KIEThYHA aHEMUS, HO €A ChOOILIECHH U
[IPY TALMEHTH, JIEKYBaHH € XUAPOKCcHKapoamMu. TOKCHYHOCT, CBbp3aHa ¢ KOJKEH BaCKyJIHT,
BKJTIOYMTETHO BaCKYJIMTHH YILIEpalliy ¥ TaHTPEHA, Ca HACTBIIUIIH MPH MMallUeHTH C
MHEJIONpOoIMpEepaTHBHN HAPYLICHUsI, IO BpeMe Ha JISYEHHETO ¢ XuApOKcukapoamu. Ta3u
BaCKyJIMTHA TOKCHYHOCT C€ ChOOIIaBa Mo-4eCTO MPH MAIMEHTH C aHAMHE3a 33 MIPETUIITHO WITH TEKYIIO
neyenue ¢ uHTepdepoH. [lopaan MOTEHIMATHO TEXKO KIMHUYHO PA3BUTHE HA KOKHUTE BACKYJIUTHU
A3BH, ChOOILEHH IIPU HALMEHTH C MUeNoNponrepaTUBHU 3a00IsBaHNs, XUAPOKCUKapOamMu TpsiOBa
Jla ce MPeyCTaHOBU M/MJIM Jia Ce HaMalll HeroBara /103a, ako C€ Pa3BUAT KOKHUTE BaCKYJIMTHH

yauepauuu. Panko, si3BUTE ca IPUUYMHEHU OT JIEBKOKJIACTHU BACKYJIUTH.
4



MakponuTosa

XuapokcukapbaMu MPUYHUHSIBA MaKPOIIUTO3a, KOSITO MOXeE JIa MaCKHpa CIIy4alfHOTO pa3BUTHE Ha
Jnehuiut Ha GoareBa KHCEeIuHa U BuTaMuH Bi,. [IpenopbuBa ce mpoQuiIakTHYHO MPUIIOKESHUES Ha
(hosiveBa KuceIMHa.

Kanueporennoct

XuapokcukapbaMua € HECbMHEHO TeHOTOKCUYEH B IIMPOK CIIEKTHP OT TECTOBH CUCTEMU.
XuapokcukapOaMus € CUMTaH 32 KaHIIEPOTeHEH MTPH BCUYKH JKHBOTHHCKH BuoBe. [Ipy nanuenTy,
TOJTy4aBally MPOIBIKUTEIHO BpeMe XUIPOKCUKapOaMu I 3a MUEIONpou(epaTHBHA HAPYIICHUS, €
ChOOIIEHA BTOPUYHA JIeBKeMUs. He € U3BeCTHO Jaiii TO3U JICBKEMOTCHEH e()eKT ¢ BTOPHYCH Ha
XUJIPOKCHKApOaMu/ia WM € CBBbP3aH C MOJISKAIIOTO 3200 siBaHe Ha TanueHTa. [Ipu nanueHTy,
TTOJTy4aBally MMPOIBIDKUTEITHO BpeMe XUAPOKCHKapOaMu/I, ChINO Taka, € ChOOIIeH paK Ha KoXKara.

besonacuo MIPUIIOKCHUC U TPOCIICAABAHE
HaIII/ICHTI/ITe 130470) 0 POAUTCIIUTC NI 3aKOHHOTO OTI'OBOPHO JIUIIC, TpSI6Ba Ja Morart aa cjieaBaTt
HWHCTPYKIIUUTE 3a MPUITOKCHUETO HA TO3U JICKAPCTBCH MPOAYKT, TAXHOTO MPOCICAABAHE U I'PUKU.

4.5. B3aumopeiicTBHe ¢ APYIHU JeKAPCTBEHU NPOAYKTH U APYru (popMH Ha B3auMojelicTBUe
He ca npoBexnany cnenyanHy NPOyYBaHUA 3a B3aUMOACHCTBHE C XHIPOKCUKApOaMuI.

CpoOlILeHH ca MOTEHIMATHO (DaTaTHU MAHKPEATUTH U XENaTOTOKCHYHOCT, KaKTO U TEeXKa nepudepHa
HeBponatus npu 3apazenu ¢ HIV nanuenTn, KOUTo ca noiny4niny XuApoKCHKapOaMu1 B KOMOWHANHUS C
AHTUPETPOBUPYCHU JICKAPCTBEHHU NPOAYKTH OT II'PBO [OKOJIEHUE, 0COOCHO TUAAHO3MH ILIHOC
craByauH. [lanuenTy, 1eKyBaHu ¢ XUAPOKCUKapOaMu B KOMOMHALMS C IUAAHO3HH, CTaBYJUH U
MHIMHABHP, Ca MOKA3aIu MeauaHa Ha HamManenue Ha CD4 xietkute ¢ npudmusutento 100/mm’,

EnnoBpemenHara ynorpeda Ha XHIPOKCHKapOaMUJI C IPYTH MHUEIOCYIPECHBHH JIEKAPCTBEHH
IIPOLYKTH WK JbYEBA TEPAIIHs, MOXKE 1a 3aCUJIA TOATUCKAHETO HA KOCTHUS MO3BK, CTOMAIIHO-
YPEBHUTE CMYIIECHUS WIN BB3MAJICHUETO HA IMTaBUINUTE. EpUTEM, IPUYHUHEH OT JIbYEBa TEpaIus,
MOXe J]a C€ BJIOLIN OT XUAPOKCUKApOaAMHUI.

CrpTeTBaIaTa ynoTpeda Ha XUIPOKCUKapOaMu/l ¢ )KUBHU BUPYCHU BAKCUHU MOXKE J]a TOTCHIIAPA
PEIUIMKALMATA Ha BAKCHHAJHHS BUPYC U/UIIK MOYXKE J1a 3aCHIIM HEXKEJIAHUTE PEaKIMU Ha BAKCHHATHHS
BUPYC, Thi KaTO HOPMAITHUTE 3aIIUTHA MEXaHU3MH MOJKE /Ia Ca MIOTHCHATH OT JIEYCHNETO C
XUApOKCHKapOamul. B pesynraT Ha BakCHHAIMATA C )KMUBH BaKCHHU TIPY TAIIUEHT, PHUEeMaIl|
XUAPOKCHKApOAMHUI, MOXKE J]a ce Pa3BUAT TexKH nHPekn. OOMKHOBEHO, 00pa3yBaHETO HA aHTUTENA
B OTTOBOP Ha BAaKCHHWU, ITPY MAaIUEHTa, ¢ HaManeHo. Jledenue che Siklos u chIrbTCTBaIIIA UMYHU3AIHS
C )KMBH BUPYCHH BaKCHHH TPsiOBa Ja ce U3BBPIIBA CAMO, aKO M0JI3aTa KATETOPUIHO HATXBBPIIS
MOTCHIIMATHUTE PUCKOBE.

4.6. DepTUIHTET, OPEMEHHOCT U KbPMeHe

JKenu ¢ gereposeH nmoTeHMa/ Koatparenimms npu MbKe U )KCHH
JKenu ¢ netepojieH moTeHNHAN, KOUTO NOTy4YaBaT XUAPOKcHKabaMu, TpsOBa 1a ObJaT ChBETBAHH J1a

He JI0ImycKat 3a0eMeHsIBaHe, U 1a HHPOPMHPAT JIeKyBallys JeKap He3a0aBHO, aKO HACTHITH
3a0peMeHsIBaHe.

HacrosTenHo ce mpenopbyuBa NpuiiaraHeTo Ha epeKTHBEH METO/I 32 KOHTPALICTIIHS TIPH )KEHH C
nerepoeH noreHnuai. [lanuenture (MBbKe U KSHH ), TpUEMAaIld XUAPOKCUKapOaMuI, KOUTO UCKAT Ja
3aueHaT, TpsA0Ba J1a MPEKBbCHAT JICYCHHETO 10 BE3MOXKHOCT 3 710 6 Mecena mpeu 3a0peMeHsBaHe.
OueHkaTa Ha ChOTHOILICHHETO PHUCK/TION3a TPsIOBa Jla Ce U3BBPIIBA HHUBUIYATHO, KAaTO CE MPELCHH
CHOTBETHHUST PHCK OT JICYUCHHUETO C XUIPOKCHKApOAMH/I CIIPSIMO MIPEMHUHABAHETO KbM MpOrpama Ha
KPBBOIPEIIUBAHE.



bpemennoct
[Ipoy4uBaHusATa IPHU JKUBOTHH Ca IEMOHCTPUPAIH PETIPOTYKTHBHA TOKCHYHOCT (BXK. TOUKa 5.3).

[ManuenTture Ha XUAPOKCUKapOamMu TpAOBa 1a ObJAT 3aII03HATH C PHCKOBE 3a ILIOJA.
Wma orpannveHu JaHHU OT yHoTpebaTa Ha XUApOKcuKapOamu mpu opemenHu xenu. Siklos He ce
HpernopbyBa Mo BpeMe Ha OPEMEHHOCT.

[ManmenTsT TpsIOBa Na OBb/Ie MHCTPYKTHPaH He3a0aBHO J1a ce CBBPIKE C JIeKap B CIy4ail Ha CEMHEHHE
3a OpEMEHHOCT.

Kopmene
XunpokcukapbaMu ce eKckpeTupa B KkbpMmaTa. [lopaan Br3MOKHHATE CEPUO3HH HEXKEIaHH PEaKIIH

TIPH HOBOPOJICHHU, KbPMEHETO TPIOBa 1a Ob/Ie MpeyCcTaHOBEHO, AoKaTo ce mpuema Siklos.

Deprunurer
JlewenmeTo Moke Jja OKake BIUSHHUE BEPXY (hepTHIIMTETA IPH MBXKE. MHOTO YECTH PSIKO €

HaOJII0[aBaHa 00paTHMa a300- M OJIMTOCIICPMUS TIPU YOBEKA, BBIIPEKH, Y€ TO3U THII HAyIIECHHUS ca
CBBP3aHH U C OCHOBHOTO 3a00ssBaHe. [Ipu MBKKY ITBXO0BE € HaOII0AaBaH HApyIIeH QEepPTUIUTET
(Bx. Touka 5.3).

4.7. EdexTu BbpXy crnioco0HOCTTA 32 mo¢upaHe U padoTa ¢ MAIIUHA

Siklos moBnHsiBa B MaJika CTETIEH CITOCOOHOCTTA 3a modupaHe u padora ¢ MammHM. [larmenTuTe
TpsOBa 1a ObJAT MpeAynpeaeH: na He modupar u 1a He paboTAT ¢ MAIIMHU, aKO H3ITUTBAT
3aMasiHOCT, Aokaro npuemar Siklos.

4.8. Hexenanu JekapcTBeHH peaknuu

O06061menne Ha mpoduIa Ha 6€30IaCHOCT

[Ipodunpt Ha Ge30MaCHOCT Ha XUAPOKCHKapOaMuI IPH CHHAPOM Ha CHPIIOBHIHO-KIETHYHA aHEMUS €
YCTaHOBEH OT KIMHUYHH M3MUTBAHUSA U TIOTBBPACH C IBJITOCPOTHH KOXOPTHU U3ITUTBAHMSI,
BrutrouBammu J0 1 903 Bp3pacTHH U Je1a Ha Bb3pacT HaJ 2 TOIUHH.

Haii-yecto choOII[aBaHaTa HEKENIAHA PEAKIINSA € MUEIIOCYTIPECUS C HEYTPOTICHUS, KATO Hai-uecTa
HelHa ImposiBa. TToTruckaHeTo Ha KOCTHUS MO3BK € J0303aBUCUM TOKCHUYCH e(beKT Ha
xuapokcukapbamu. Korato MakcumaliHo TojiepupaHara Ji03a He € JOCTUTHATA, TPEXO0IHA
MUEIOTOKCUIHOCT HACTHITBA OOMKHOBEHO IPH MO-Majko oT 10% OT manmueHTuTe, T0KaTo Ipu
MaKCHMAaJHO TOJIepUpaHaTa /103a, mosede ot 50% morar qa u3nurat oopatumMa cynpecus: Ha KOCTHHS
Mo3bK. Te3n HexenaHu JIeKapcTBEHH PEaKIIMU ce OYaKBaT Ha 0a3ara Ha (apMaKoJIOTHsATa Ha
xuapokcrkapoamu. [IocTeneHHOTO TUTPUPAHE Ha 103aTa MOJXKE J1a IOMOTHE 3a HaMallsiBaHe Ha TE3U
edexTH (BX. Touka 4.2).

Knuan4nanTe JaHHu, MOMyYEeHU MPH MAUEHTH ChC CHHAPOMA Ha ChbPIOBUAHO-KIEThYHA aHEMHUS HE
MIOKa3BaT HEXeJaHW PEaKLUH KbM XHUAPOKCUKapOaMua BbPXY YepHOIpoOHATa U ObOpedyHa (hyHKIHS.

TabnuueH CIUCHK Ha HEXKEIAHUTE PEAKLIMU

Hesxenanute peakiiuu, CYUTaHH, HA-MaJIKOTO, BEPOSATHO CBHP3aHH C JICUYCHUETO ca H30POCHH TMO-
JIOJTy 0 CHCTEMO-OPTraHHH KJIacoBe U aOCcooTHA YecToTa. YectoTara e nerHUpaHa KakTo Clie/IBa:
MHoro uectu (> 1/10); wectu (> 1/100, < 1/10); vedectu (> 1/1 000, < 1/100); peaxu (> 1/10 000,

< 1/1 000); muOTO penku (< 1/10 000), c HEen3BecTHa YecTOTa (OT HATMYHUTE JAaHHHU HE MOXe Ja ObIe
HampaBeHa oreHka). [Ipu BCSIKO rpylupaHe B 3aBUCHMOCT OT YECTOTATa, HEXKEIAHUTE PEAKIIUU Ce
U30pOosBAT B HU3XOIAI P IO OTHOIICHUE Ha TEKECTTa:




Heonnasmu — 0obpoxkauecmeenu, 310kauecmeenu 4 Heonpeoeienu (6Ki. KUCMu U NOJUn):
C nemsBecTHa yectota  JIeBKeMHs ¥ ITPH NAIMEHTH B cTapyecka Bh3PACT, Pak Ha KOXKaTa

Hapywenus na kxpvema u numgnama cucmema:

MHoro yectu: Jlenpecus Ha KOCTHHS MO3BK', BKIIOUBAIIA HEYTPONEHHUS
(< 1,5 x 10°/1), petuxynonuronenns (< 80 x 10%/1), makpomuTosa’
Yecru: Tpom6GormTtonenus (< 80 x 10°/1), anemust (XeMOrIO6UH
< 4,5 g/dly’
Hapywenus na nepsnama cucmema:
Yecru: I'maBoGomue
Heuectu: 3amasiHOCT

Cv0osu HapyuieHus:
C Hem3BectHa yectoTa  KbpBeHe

Cmomawino-4pesHU HapyuieHusl:
Heuecrtu: T'agene
C Heu3BECTHA YeCTOTa CToMantHo-4YpeBHU CMYIICHUS, MOBPBIIAHE, CTOMAIIHO-UPEBHA
s13Ba, TE)KKA XMIIOMarHe3neMus

XenamobunuapHu HapyweHus:

Penxu: [loBumeHn yepHOAPOOHU CH3UMH
Hapywenus na kooicama u noOKO#CHAMA MbKaH:

Yecrtu: Koxxuu peakiuu (HanpuMep OpaiHU, YHTBAJIHU U KOXKHU
MMUTMEHTAITIHN ) U OPAJTHU MYKO3UTH.

Heuectu: OOpuB, METTAHOHUXHUS, ATOTICIIHS

MHoro penku: CucTeMeH U KOXeH TyIyc epuTeMaro
Hec

Penku: 513BUM Ha KpakaTa

C nem3BectHa yectota  Cyxa Koxa

Hapywenus na ev3npouzgooumennama cucmema u 2bpoama.
MHOTr0 4ecTH : Onurocniepmus, agoocr[epMI/m4
C Heu3BeCTHA YeCTOTa AwmeHopest

Obwu napywienus u eghekmu Ha MACMOMO HA NPULOJICEHUE.
C Heu3BeCTHA YecToTa Bucoka remmepatypa

H3zcneosanus:
C Heu3BeCTHaA YeCToTa VBeIHYEHO Tero’

XeMaToJOrHYHOTO BH3CTAHOBSIBAHE OGI/IKHOBGHO HaCThIIBa B PAMKUTC Ha JIBC CCAMUIU CJIC
MPEKbCBAHE HA XUAPOKCHKapOaMHIa.
MakponuTo3ara, IpUYHHEHA OT XUAPOKCUKApOAMHU/] HE € 3aBUCHMa OT BUTaMUH Bi> unu onuesa
KHCEJINHA.
Jbioku ce riaBHO Ha UH(MEKIUS C TTAPBOBUPYC, YSPHOIPOOHA MITH CIUICHAIHA CEKBECTPALIS,
OBOpeYHO yBpeKIaHE.
OnurocnepMusITa U a300CIIEPMISITa ca OOMKHOBEHO 00paTUMU, HO TPSOBA /1a ce B3eMar IO
BHHUMaHWE, [TPH JKeTaHue 3a OamuHCTBO (BK. Touka 5.3). Te3u HapyIIeHus ca ChIIO CBhP3aHH C
MOJYICKAIIOTO 3a00IIIBaHE.

3 Koeto Mosxe 11a 6b71e eeKTHT OT 000 PEHN OOIIH YCTOBHS.

[eanaTpuyuna nomynanus

YecroTaTta, BUIIBT U TEKECTTA HA HEXKEITAHUTE PEAKIUH TPH JleraTa OONKHOBEHO ca MOA00HH Ha TE3H
pH Bb3pacTHHUTE. [loCTMapKETHHTOBUTE JAaHHW OT €IHO HabromaTeTHo mpoydBaHe cbe Siklos®
(Escort HU) nipu romsim 6poit manuentu (n = 1 906) cbc chploBHIHO-KJIEThYHA OOJIECT MTOKA3BAT, Ue
MAIMeHTUTE Ha Bh3pacT oT 2 10 10 ToAMHU ca M3II0KEeHHU Ha MO0-BHCOK PUCK OT HEYTPOIICHUS U T10-
HUCBHK PUCK OT CyXa KO’Ka, aJIoTeIus, Ti1aBodoue u anemusl. [lanmentrure Ha BB3pacT ot 10 mo

18 roauHyM ca U3MI0KEHHU Ha MO-HUCHK PUCK OT CyXa KOKa, A3Ba Ha KOXKaTa, ajoNenys, [IOBUIIaBaHe Ha
TErJ0TO ¥ aHEMHUS B CPaBHEHHUE C BB3PACTHHUTE.

Cpo0IIaBaHe Ha MOA03MPAHU HEXKEITAHU PEAKIIU




Cro0I11aBaHeTo Ha TIOI03UPAHU HEXKEIIAHU PEaKIIUU Clie/l pa3peliaBaHe 3a yrnorpeda Ha JIeKapCTBESHUS
MPOAYKT € BakHO. ToBa Mo3BOIIsABA Aa MPOIBIDKHA HAOIIOJCHUETO Ha CHOTHOIIIEHUETO TMOJI3a/PHUCK 3a
JIEKapCTBEHUS MPOIyKT. OT MEIUIIMHCKUTE CIICIIMATIUCTH CE M3UCKBA J1a CHOOIIaBaT BCAKA
MOJI03UpPaHa HeXKETaHa PeaKiys Ype3 HAI[MOHAIHA CUCTEMa 3a ChOOIaBaHe, TOCOYCHA B

IIpunoxenue V.

4.9. Ilpeno3upane

OcTpa MyKOKyTaHHa TOKCHYHOCT € ChOOIIeHa ITPH MAIFeHTH, PUeMaIly XuApoKCukapOaMua B 103H,
HSKOJIKO ITBTH TIO-BUCOKH OT TepareBTH4HaTa go3a. HabmarogaBanu ca 00e3HEHOCT IIpU AOTHD,
BHOJIETOB €PUTEM, €/IEM Ha JUTaHUTE U XOJUJIaTa, OCIEABAHU OT JIIOIIEHE Ha KOXkaTa Ha phIIeTe U
KpakaTa, Te)XKa reHepaln3upaHa XUIepITUTMEeHTAIlU] Ha KO)KaTa i CTOMATHT.

HpI/I MalreHTU CbC CUHAPOMA HAa CbPIOBUAHO-KJICTbYHA aHEMUA NUMa C’bO6H_IeHI/I}I 3a TEXKKO
MOTHCKaHEe Ha KOCTHHSI MO3BbK B OTJIEITHU CITyYau Ha MPeIo3upaHe Ha XUIPOKCUKApOAMUI MEXAY 2 U
10 meTH TpeamucBanara g03a (1o 8,57 IbTH HaJl MaKCHUMalTHATa IPeTopbuBaHa 103a

35 mg/kg T.17./1HeBHO). [IpenopbuBa ce aa ce ciieau Oposi Ha KPhbBHUTE KJICTKH HIKOJIKO CEAMMIIN
CJIe]] IPEA03UPAHETO, Thil KATO Bh3CTAHOBSBAHETO MOXKE Jia ObJic 3a0aBEHO.

JleuenueTo npu npeao3upaHe ce CbCTOU OT CTOMAIIHA IPOMUBKA, CJIEIBAHA OT CUMITOMATHYHO
JIeYeHHEe M KOHTPOJ Ha KOCTHO-MO3bUHATa (YHKIHSL.

5. ®APMAKOJIOTMYHU CBOMCTBA
5.1. @®apmakoaMHAMHYHHU CBOICTBA

®dapmakoTepaneBTUYHa Tpyna: AHTHHEOIUIACTHYHU CPEICTBA, APYTH aHTUHEOIUTACTUYHU CPEJICTBA,
ATC xox: LO1XXO05.

MexaHu3bpM Ha IEUCTBUE

Bcenukn MmexaHu3Mu Ha JieficTBHE Ha XUIPOKCHKapOaMu He ca HAIIbJIHO U3sICHeHU. EnuH oT
MEXaHU3MHTE € TTOBUIIaBaHE KOHIICHTpaIuATa Ha detanansd xemornooun (HbF) mpu mamuenT cbe
chprioBuHu kietku. HbF Brnusie Ha nmomumepu3anusata Ha HbS u Taka npeun Ha ChPIOBUIHOTO
U3MECHEHHUE Ha YepBeHATa KpbBHA KJIETKA U, HA CBOHM pell, MOHIKABA ChAOBAaTa OKITY3HUs U XEeMOJIHU3a.
[Ipu Bcruky KIMHUYHY U3MHATBAHUS MMa 3HAYUTENHO nmoBumaBane Ha HbF oT m3xomHOTO HUBO ciief
ynorpeba Ha xunpokcukapoamu. [Tosumenust HbF chbio yBennyapa npexuBIeMOCTTa Ha
YEPBEHUTE KPHBHU KJIETKH U OOIIOTO HUBO HA XEMOTJIO0MHA U TI0 TO3M HAYWH HaMaJlsiBa aHEeMHUSITA
MpU TE€3U HAIlUCHTH.

YcraHoBeHO €, 4e XUIPOKCHKapOaMu € CBbp3aH ¢ 00pa3yBaHe Ha a30TE€H OKCHJ, KaTo ce Ipearoara,
4e a30THHST OKCHJ CTUMYJIMPa IPOU3BOACTBOTO HA IMKIMYHUA I'yaHO3uH MoHOJochar (cGMP),
KOMTO Clie/] TOBa aKTHBHpA MPOTENHKWHA3A U IMOBUIIIaBa Mpon3BoAcTBoTO HAa HbF. JIpyru n3sectan
(dapMakonornyHu epeKTH Ha XUIPOKCHKapOaMuJI, KOUTO MOTaT Jia JIOTIIPHHEcAT 3a OJarornpusTHATE
My e(eKTH IIpU CHHAPOMA Ha ChPIIOBUIHO-KIEThYHATA aHEMHUS], BKIIOUBAT HAMaJICHUE Ha
HeyTpoduinTe, MOBUIIABaHE HA BOJHOTO ChAbP)KaHUE HA YEPBEHNUTE KPHBHU KJIETKH, MOBHIIEHA
neGopMUpPyeMOCT Ha ChbPIOBUAHUTE KIETKH U MPOMSHA Ha aAXe3UsITa Ha YEPBEHUTE KPBBHU KIETKU
KBbM €HJIOTEJIA.

B nomwiiHeHME, XHAPOKCUKApOAMUI IPEAN3BUKBA HEMOCPEICTBEHA MHXUOUITHS Ha cuHTe3a Ha JTHK
KaTo JeHCTBA KaTO MHXUONTOP Ha pHOOHYKIICOTHI peAyKTas3a, 0e3 ma naTepdepupa ChbC CHHTE3a Ha
PpUOOHYKIIEHHOBA KHCEIMHA WA MTPOTEHH.


http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

DapmakoaMHAMUYHY €EKTH

OcCBeH HEeMoCTOsIHHATA KOpeJIays MKy HaMaJIeHHEeTO Ha YeCTOTaTa Ha KPU3UTE U TIOBUILEHUETO Ha
HbF, nuropenykTHBHUAT e(eKT Ha XUAPOKCHKapOaMu, 0COOEHO HaMaJIeHUETO Ha HeyTpouIuTe, €
(akTOpBT ¢ Hal-ToOJIIMa KOpeJalus 10 OTHOIICHHE Ha HAMaJIsIBAHETO Ha YeCTOTaTa Ha KPHU3HTE.

Knnangna CSDI/IKaCHOCT u 0e30macHOCT

[Ipu noYTH BCUYKHU KIMHUYHY W3CICABAHUS, IPOBEACHH IIPU CHHAPOMA Ha ChPIOBUAHO-KIETHYHA
aHeMusl, XUIPOKCUKapOaMua HaMassiBa YeCTOTaTa Ha Ba30-OKiIy3uBHHUTE Kpusu ¢ 40% no 80% npu
nena 1 Bp3pacTHH. ChIOTO HamMaJIeHUe € HaOmoJaBaHo py Opos Ha MpUETHTE B OOJHMIA U JHUTE HA
XOCIIUTAIM3aLMS TIPH JIEKyBaHUTe rpynu. ['oguiHaTa 4ectoTa Ha OCThP TPBAEH CHHIPOM ChHIIO0
HamassBa ¢ 25% no 68% c xuapokcukapOaMu B HIKOIKO H3CIICIBAHMUS.

OcCTpuAT TPHJCH CHHIPOM € YECTO 3acTPallaBallo JKUBOTA YCIOKHEHUE NIPU CHHIPOMA Ha
CHPIOBUAHO-KJIIEThUHA aHEMHS U C€ XapaKTepu3upa ¢ 00JKa B I'bpAUTE WIN BHCOKA TEMIIEpaTypa Uil
JHCITHEs! ¢ TIPECeH MHMUITPAT Ha PEeHTTeHOBaTa CHUMKA Ha IPBhAHUS KOIIL.

[IpoapmxuTenHa KIMHAYHA 0132 € JoKa3aHa MY MalueHTH, IPOAbKaBaIIH JEUEHHETO C
XUIPOKCHKapOaMu MoBeYe OT 8 TOANHH.

IIpu 1 906 marmenTH, BKIIOYeHH B KoXOopTHOTO poyuBane ESCORT HU, cnen nBanameceT u
JBasieceT ¥ YeTHPH Mecela JIeueHHE C XUIPOKCHKapOaMua U B CpaBHEHHE C U3XOJHOTO HHUBO €
HaOII0JaBaHO 3HAYHMTEHO TMOBUIIaBane Ha HUBOTO Ha Hb (+1,4 g/dl u 1,5 g/dl) u mpouenTa Ha HbF
(+14,65% u 15%). YcmopeaHo ¢ ToBa clie/i eAHOTOAMIITHO JeUeHre ce HaOIroaaBa 3HAYUTEITHO
HaMaJsBaHe Ha Opost Ha OOJIE3HEHUTE KPU3U C IPOABILKUTETHOCT Han 48 gaca (-40% mpu nemarau -
50% mipu BB3pacTHUTE), HA enuzoauTe Ha OKC (-68% npu nenara u -57% npu Bb3pacTHUTE) U HA
xocrutanuzanuute (-44% npu nenata u -45% npu BB3pAaCcTHUTE), a MPOIEHTHT Ha MAIUeHTHTE,
HY’KIaelly ce OT KpbBomnpenuBaHe, HamansBa ¢ 50%. [IpogunsT Ha 6e30macHOCT Ha
XUJAPOKCHKapOaMHu/l IpU Bh3pacTHU u Jerla, Habmonasan B ESCORT-HU, e B choTBeTCTBHE C
MpeaxoaHu MyOnrKyBaHu naHHU 0e3 HOB puck (Montalembert 2021).

IlennarpuyHa nonyJanus

B pamkute Ha npoyuBaneto NOHARM (Opoka 2017) nena Ha cpeqHa Bb3pacT 2,2 rogunu (ot 1 1o
3,99 rogwHM) ca paHIOMHU3UpaHU Ha Xuapokcukapdbamun (n=104) nim miane6o (n=104).
TepaneBTuuHaTa 1032 € NpUIIaraHa BeIHbxkK qHeBHO rpu 20 + 2,5 mg/kg B MpoabIDKeHHE Ha

12 mecena. CbcTaBHUAT KIMHUYEH pe3yiTaT, cBbp3aH ¢ SCD (Bazo-okiny3uBHa Ooe3HeHa Kpu3a,
JAKTHIINT, OCTHP I'PBIACH CHHIPOM, CEKBECTPaLUs Ha ClIe3KaTa WM KPbBOIPEIUBAHE), € MO-PSAKO
cpemmas mpu xugapokcuypes (45%), oTkonkoTo mpu miaredo (69%, p=0,001). [lo ce oTHacs 10
MOBUIICHUS PUCK OT MH(EKUHs NPH Jela ¢ JeKapCTBeHa HeyTponeHus, Toii € Omn psapk B NOHARM
1 HE Ce € pa3inyaBajl IPH JICUCHUE ¢ XUAPOKCHYpesl CIIPSIMO IL1anedo.

B kpas Ha npoyuBaneto nenara, ydacteaui B NOHARM, ca BkirtoueHH B MPOIBIKEHUETO Ha
NOHARM (John 2020) u ca pangoMu3upanu B CboTHOWEHHE 1:1 1a moidyvyaBaT XuApOKCHKapOaMua
BBB UKCHpaHa cTaHmapTHa mo3a (cpemuo [+SD], 20+5 mg Ha kujtorpaM Ha JIeH) WIH Ja YBeIudaT
XUApPOKCcHKapOaMuIa 10 MaKCHUMaHaTa TIOHOcuMa J103a. 187 mema ca panmomusupanu: 94 (BB3pacT
4,6 + 1,0) B rpynara ¢ ¢pukcupana go3za (19,2 + 1,8 mg /kg/d) u 93 (Bw3pact 4,8 + 0,9) B rpynara c
roBUINaBaHe Ha jo3ara (29,5 + 3,6 mg/kg/d). Caen 18 mecenia € ycTaHOBEHO MOBHIIIABAHE HA HUBATa
Ha Hb (+0.3 g/dl) u % HbF (+8%) B rpymnaTa ¢ nmoBumaBaHe Ha jJ03aTa.

HebnaronpusTHUTE OT KIMHUYHA TJIeIHA TOYKA CBOUTHS OT BCAKAKBA CTEIICH ca MO-YECTH B IpymaTa ¢
(uKcupaHa 1032, BKIIOYUTEIHO BCHUKU CHOUTHS, CBBP3aHH ChC CHPIOBUAHO-KIETHYHH 3200 IBaHUS
(245 cpemry 105), u crieruduaHu CHOUTHS: Ba30-0KITy3UBHA OoJie3HeHa kpu3a (200 cpemry 86) u
OCTBp TpBACH cHHApOM Win THeBMOHUS (30 cpemry 8). bposT Ha KIIFOYOBHTE METUITUHCKU
WHTEPBEHIIMH CBIIO € MO-MaIbK B IpylaTa ¢ IOBHIIIABaHE Ha 103aTa, OTKOJIKOTO B TpyTaTa C
(ukcrpaHa 103a, KakTo MpH KpbBonpenuBanusaTa (34 cupsamo 116), Taka ¥ IPU XOCTIUTATU3AIUNATE
(19 cmpsimo 90).

[Tpu xppmaueta cbe SS/SbO Ha BB3pacT 9-23 Mecena € 0TYETEHO HaMalIsIBaHE HA eMU30AUTe Ha O0JKa
(-52%, 177 cayuas cripsimo 375), naktunut (-80%, 24 cipsimo 123), ocThp TpBACH CHHIPOM
(8 cnpsamo 27) m xoctintanuzannu (-28%, 232 cupsimo 324) chOTBETHO ¢ XHApOKcukapbamug (n=96) B
cpaBHeHue ¢ ranedo (n=97) B paHAOMHU3UPAHOTO KOHTpoaupaHo u3nursane Baby Hug. [pu
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25 manueHTH, JIeKyBaHH B IPOAbJDKEHNE Ha 1 rofrHa B HeKoHTponupanoTo npoyuBaHe ESCORT HU,
3a | rognHa B cpaBHEHHE C | roMHA Ipeau BKIIOYBaHETO (n=25) ce HabI0AaBa HaMaJIsIBaHEe HA Ba30-
OKJIY3UBHUTE Kpusu: -42% u xocmmranuzanuure: -55%.

[Ipu Ta3u nomynanus TpsiOBa Aa ce yCTAHOBM CHOTHOLICHUETO MOJ3a/PUCK M JIBITOCPOYHATA
0e30macHoCT.

B nexontponupanara koxopta ESCORT HU noarpyna ot 27 nenuaTpuyHH NAIIUEHTH C TEXKKa
XpOHWYHA aHeMHUsL, IeKyBaHu cbe Siklos B mpoabnkeHue Ha 12 mecelia, Ha M3XOJHO HUBO €A HMaJN
HUBa Ha XemornoOuH mox 7 g/dl. Ot Tsax camo 6 (22%) manuenTn ca numanu HuBa o 7 g/dl Ha 12-us
Mecer. Makap 4e nmpu rmo-rojisiMaTa 4act oT naruenTute (56%) uma npoMsHa OT U3XOJHOTO HUBO,
paBHa Ha win Hax 1 g/dl, mopaau roneMus 151 Ha JIMIICBAILM JTaHHH, IOTEHIMAJa 33 perpecus KbM
CpeaHaTa CTOWHOCT U IIOPaay TOBA, Ye e(eKTHT OT TpaHCPY3UUTE HE MOXKE /1a Obje U3KIIOUCH, HE
MOrar /1a Ce HalpapsT KaTerOPUYHH 3aKI0UEHH 32 e(hUKACHOCTTa OT TOBA HEKOHTPOJIUPAHO
MIpOYyYBaHE.

5.2. @®apmMakoKHMHETHYHU CBOMCTBA

AOcopbuus
Cren mepopanHo npuioxenne Ha 20 mg/kg xuapokcukapoaMu ce HabIoaaBa 0bp3a abcopOIus ¢

MUKOBH IJ1a3MeHHu HuBa okojio 30 mg/l HacTenBamum cien 0,75 u 1,2 yaca CbOTBETHO MPH JIielia U
BBH3PACTHU NAIIMEHTH ChC CHHIIPOMA Ha ChPIIOBUIHO-KIIEThUHA aHeMus. OOmiara excrio3uius 1o 24
yaca cien go3a € 124 mg.gac/l npu nena u roromwm u 135 mg.vac/l mpu B3pacTHU NAlMEHTH.
ITepopanHaTa OMOHAIMYHOCT HAa XUAPOKCHKApOaMU/I € TTOUTH IThIHA, KAaKTO € OIPEICIeHO TPH
WHIUKAIAW, PA3IMYHU OT CUHIPOMA Ha CHPIIOBUIHO-KJICTHIHA AaHEMUSL.

Pasnpenenenue
XuapokcukapOaMu ce pasnpeneis 0bp30 B YOBEIIKOTO TSJI0, HABIN3a B IIepeOpO-ClIMHATHATA

TEYHOCT, MOSABSIBA CE B IEPUTOHEAIHATA U ACLIMTHA TEYHOCT U c€ KOHLIEHTPHpPA B JIEBKOLUTUTE U
epurporutHTe. M3uncneHusT ooeM Ha pasnpeeseHue Ha XUAPOKCUKapOaMu € IPUOITH3HTEITHO
paBeH Ha 00II0TO KOJIMYECTBO TeslecHa Boga. O0eMbT Ha pa3npe/iesieHue MpH CTAllHOHAPHO
CBCTOSIHUE, OTHECEH KbM OMOHAIMYHOCTTA, ¢ 0,57 I/kg npu manuenT cbc CHHAPOMAa Ha ChbPIOBUAHO-
KJIeThYHA aHeMus (JTocTUrany mpuoau3uTeaHo 10 72 1 90 1, chOTBETHO NpH JeIa ¥ Bb3PACTHH).
CrernenTa Ha CBBbp3BaHE HA XUJIPOKCHKAPOAMUJI C IPOTEHHH HE € U3BECTEH.

Buorpanchopmars

ITeTumara Ha GuoTpanchopmaris, KakTo ¥ METabOJIMTUTE HE Ca HAITBITHO OINpeIecHH. Y pesTa ¢
eIIMH OT METAa0OIUTUTE HAa XUAPOKCUKApOaAMUI.

Xupapokcukapoamug mpu 30, 100 u 300 uM He ce meTabonusupa in vitro ot uutToxpom P450
€H3UMUTE B YOBEIIKU YepHOApOoOHN MUKpo3omu. [Ipu koHteHTpammu B naTepBai ot 10 mo 300 uM,
XUIpOKCUKapOaMua He ctuMmyiupa in vitro ATP-a3Hata akTHBHOCT Ha PEKOMOMHAHTECH YOBEIIKH
P-rmuxonporenn (PGP), koeTo nokasBa, ue xuapokcukapoamu He e cyoctpar Ha PGP.
CrenoBateniHO, HE Ce OYaKBa B3aMMOJICHCTBHE B CIy4ail Ha ChII'BTCTBAILO MIPUIIOKEHHE C BEILIECTBA,
KOUTO ca cyOcTpaTu Ha MAUTOXpoM P450 eHsumMuTe mim P-rmmkomnpoTen .

Enuvunupane
IIpu npoy4dBaHe npu MHOTOKPATHO MpWJIaraHe Npy Bb3PAaCTHU NALUEHTH ChC CUHAPOMA Ha

CHPIIOBUIHO-KJIEThYHA aHeMus npudnmsutenHo 60% oT 1o3aTa Ha XMIPOKCHKapOaMu € OTKpUTa B
ypUHATA MPH CTAIMOHAPHO ChCTOSIHKE. [Ipy BB3pacTHU OOIIUAT KIMPHHC, OTHECEH KbM
OnoHanM4YHOCTTA, € 9,89 1/4ac (0,16 l/gac/kg), ot Hero 5,64 u 4,25 l/yac, chOTBETHO YUpe3 peHaJICH U
HepeHaJIeH KIMpbHC. ChOTBETHATA CTOMHOCT 3a TOTaJIeH KIMPHHC IpH fera ¢ 7,25 1/gac

(0,20 1/uac/kg) ¢ 2,91 u 4,34 1/9ac 1o peHaseH U HEPEHAJICH IIBT.

IIpu BB3pACTHU ChC CHHAPOMA HA CHPIOBUIHO-KICThUHA aHEMUSI, CPEIHATA KyMYJIaTUBHA CKCKPEIHs
Ha XUAPOKCHKapOamMua B ypuHara e 62 % oT mpriiokeHaTa /1o3a ciies 8§ Jaca U € mo-BICOKa,
OTKOJIKOTO TIpH manueHTH ¢ pak (35 — 40 %). [Ipu nmammenTy cbc CHHAPOMA Ha ChPIOBUIHO-KIEThYHA
aHeMUsl, XHJIPOKCUKApOAMHU/| CE€ SITMMUHUPA C TIOIYKHUBOT MPUOJIM3UTEIHO IIECT JI0 CEJCM Yaca,
KOMTO € MO-IbJIBI OT TO3H, CHOOIICH MPHU JPYTH HHIUKAIIUH.

10



CTaD‘IeCKa BB3pacT, 110JI, paca
Hsama I/IH(I)OpMaLII/ISI IO OTHOIICHHUE Ha (l)apMaKOKI/IHeTI/I‘IHI/I Ppa3jIruKu, AbJDKAIU CC HA BB3PacCT (C
N3KJIIOUCHUEC Ha NEAUATPUIHUTE HaI_[I/IeHTI/I), I10JI 1JIN paca.

leanaTpuyHa nomysanus

[Ipu nenuaTpuyHy ¥ Bb3pacTHU NALMEHTH ChC CHHIPOMA Ha ChPIOBUIHO-KJICThYHA aHEMUS,
CHCTEMHATa eKCITO3UIINS Ha XUAPOKCUKapOaMH/I TIPH CTAIIMOHAPHO CHCTOSIHUE € TIOJJ00HA TI0
OTHOILIEHUE Ha CPETHU CTOMHOCTH Ha IUIOLI MOJ] KpHUBaTa.

MaxkcuManHuTe IU1a3MeHH KOHIEHTPAlUK U IPUBUAHKS 00eM Ha pas3lpeiesieHle, OTHECEH KbM
TEJIECHOTO TErJIo, ca J00pe CpaBHUMH MEXIY Bb3pacTOBUTE I'pynu. Bpemero 3a nocrurase Ha
MaKCHUMaJlHa IUIa3MeHa KOHIIEHTPAlLKs U KOJIMYECTBOTO OT /103aTa, EKCKPETUPaHO B ypHHAaTa ca
NOBHUIIIEHH IIPH AeLa, CPaBHEHH C Bb3pacTHH. [Ipu meauaTpryHy nauueHTy, ModyXKUBOTHT Ha
SJIMMHHUPAHE € MAJIKO ITO-IbIbI' U TOTAJIHUAT KIUPBHC, OTHECEH KBbM TEJIECHOTO TEIJI0, € MAJIKO I10-
BHCOK OTKOJIKOTO IPY Bb3PAacTHU MAIMEHTH (BXK. ToUKa 4.2).

brOpeuno yBpexnane

Tbii KaTo peHaHaTa eKCKpelrs € IbT 3a eMTUMHHUpPaHe, TPsOBa Ja ce UMa Mpe]| BU]l HaMallsiBaHe Ha
no3ara Ha Siklos mpu nauueHTu ¢ 0p0pevHo yBpexaane. [Ipi 0TBOpeHO U3NUTBaHE C €IHOKpPaTHA
J103a TIPH BB3PACTHU MAIMECHTH ChC CHHIIPOMA Ha ChPIIOBHIHO-KJIeThYHA aHemus (Yan JH et al, 2005)
e OWJIo oTIpeieNieHO BIMSHUETO Ha peHatHaTa GyHKINS BbpXY (papMakoOKHHETHKATa Ha
xunpokcukapbamu. [Tanuentu ¢ HopmanaHo (kpeatuHuHOB KiaupbHC CrCl > 80 ml/min), nexo (CrCl
60 — 80 ml/min), ymepeno (CrCl 30 - < 60 ml/min) mim texxo (<30 ml/min) 660pedHo yBpexnane ca
MONTYYHMIIM €THOKPATHA 1032 Xuapokcukapdamuy 15 mg/kg T.T. KaTo ca M3MO0A3BaHU KAICYIIH 110

200 mg, 300 mg wnmu 400 mg. [1pu nauuenty, yuiito CrCl e Oun mox 60 ml/min Wik MarUeHTH ¢
TepMHHAIHA OBOpEeYHa HeJJOCTATHYHOCT, CPE/IHATA SKCIIO3UIIUS Ha XUAPOKCHKapOaMu/ € Oua
mpuOIM3UTETHO 64% TO-BUCOKA, OTKOJIKOTO IPH IMallMeHTH ¢ HopManiHa 0b0peuna ¢pynakmws. Kakro e
010 YCTAHOBEHO NPH JAOMBJIHUTENIHO u3cieaBane npu naruenty ¢ CrCl <60 ml/min mtorra mos
KpuBara e ouia npubausutenHo 51% no-Bucoka, 0TkonkoTo npu nanueHT ¢ CrCl >60 ml/min, koeto
mpejnoara, 4e HamalsiBaHe Ha Jj03aTa Ha XuapokcukapOoamun ¢ 50% Moxke 01 € yMecTHO MpH
narrieHTd ¢ CrCl < 60 ml/min. Xemoauanu3aTa HaMasBa €KCIIO3UIUATA HA XUAPOKCUKAPOAMUI C
33% (Bx. Touku 4.2 u 4.4)

[IpemoppuBa ce HemocpenCTBEHO HAOII0eHNe Ha KPhBHUTE MTOKA3aTeN! MIPH TE3W TAIlMEeHTH.

YepHonpoOHO yBpekaaHe

Hsma manHM B IOAKperna Ha CIIeIHaIHO PHKOBOJCTBO 3a a/IaliTUpaHe Ha J103aTa MIPH MAIFEeHTH C
YEpHOAPOOHO YBpEXKIaHE, HO MOPaIu ChoOpaXkeHus 3a 0e3omacHOCT, Siklos € MPOTHUBOMOKA3aH IpU
MAIMEHTH C TEXXKO YepHOAPOOHO yBpexkaane (Bk. Touka 4.3). [IpenopbuBa ce HemocpeacTBEHO
HaOII0ZIeHNe Ha KPBBHUTE IMOKA3aTEeNH MIPH MAIUSHTH C YePHOAPOOHO YBpEKIaHE.

5.3. IlpeakJMHUYHU JAHHH 32 0€30MACHOCT

Haii-uecture CCI)CKTI/I, YCTAaHOBECHMU ITIPU MPEAKIIMHUYHHN U3CJIICABAHUSA 3a TOKCUYHOCT, BKIIFOUBAT
IMOATUCKAHC HAa KOCTHHA MO3BK, JII/IM(i)OI/II[Ha anO(bI/DI 1 ACTCHCpAaTUBHU U3MCHCHU Ha CIIMTEIAa Ha
TBHKHUTC U )1666J'II/I qcpBa. HpI/I HAKOH )XKMUBOTUHCKH BUIOBEC Ca Ha6J'HO)IaBaHI/I KapJAWuOBaCKyJIapHU
e(l)eKTI/I " XCMATOJIOTUYHU ITPOMCHHU. C’BH_IO TakKa, Ipu MIbXO0BEC, € HACThIINJIA TCCTUKYJIApHA anO(l)I/ISI
C HaMaJICHa CI€pMaToreHesa, JOKaTo npu Kyucra € oTOeNA3aHO O6paTI/IMO IMPpEyCTaHOBABAHEC HA
CcriepMaTorcHesara.

XuapokcukapbaMua € HECbMHEHO TeHOTOKCHYEH B ITHPOK CIIEKTHP OT TECTOBH CUCTEMHU.

He ca mpoBeneHr pOIBIKATETHN KOHBEHITMOHATHN U3CICABAHUS 32 YCTAHOBSIBAHE HA
KapIIMHOT€HHUS TIOTEHIIMAJ Ha XUIPOKcuKapOoamu. HezaBrucuMo OT TOBa, XUAPOKCHKApOaAMHUT €
CYMTaH 32 KapIWHOTEH MPU BCHYKA KHBOTHHCKHU BHIOBE.

XuapokcukapOamMu/ MpeMruHaBa npe3 IUIaleHTHaTa 6apuepa u e 0Ka3aHo, Ye € MOIICH TepaToreH U
eMOPHOTOKCHYEH IPU MUPOKO Pa3sHOOOpa3ue OT MOJENH BbPXY )KUBOTHH MPH PaBHU HJIH [TO-HUCKH
OT TEpaINeBTUYHUTE JT03H 32 X0pa. TepaToreHHoCTTa ce XapaKkTepru3npa ¢ YaCTUIHO OCU(UIIUPAHU
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KpaHUAJIHU KOCTH, JIUTICa Ha OYHH KyXUHH, XUApouedanus, pa3iBOCHN CTEPHAIHN CETMEHTH
JIMIICBAILM JTyMOaTHH nperieHd. EMOpHOTOKCHYHOCTTa ce XapakTepu3npa ¢ HaMajIeHa )KU3HEHOCT Ha
(eryca, HaMareHU pa3MepH Ha )KUBOTO MOTOMCTBO U 3a0aBEHO pa3BUTHE.

XuapokcukapOaMuI MPIITOKEH MPU MBXKKHU TUThXOBE B 1032 60 mg/kg 1.1./1€H (0KO0IIO 1Ba MBTH
IIperopbyBaHaTa MakCUMallHa 7103a IIpU X0pa) € Mpeau3BUKall TECTUKYIapHa aTpodus, HamalleHa
CIIepMaTOTeHe3a U 3HAYUTEIHO € HAMAJIMIT TSIXHATA OILIOAUTENIHA CTOCOOHOCT.

6. DAPMALEBTUYHU JAHHU

6.1. Cnmucbk Ha MOMOIIHHUTE BelleCTBA

Hatpues creapungymapar

MHuKpOKpHCTaIHa [eny103a, 00paboTeHa ChC CHIIMIUEB AUOKCH]

OcHOBEH OyTHIIMETAaKPHIIATEH CHIIOINMED

6.2. HecbBMecTHMOCTH

Henpunoxumo

6.3. Cpox Ha rogHoCT

3 roguHU

Llpu ynompeba
HewusnonsBanute cayrneHu TabJSTKU TPsIOBA /1a C€ BbPHAT B OYTHIIKATA U JIa CE€ U3II0JI3BAT B PAMKHUTE

Ha TPU Mecera.
6.4. CrnenuanaHm yca10BHA Ha CbXpaHeHUe
Ha ce cexpanssa mox 30°C.

6.5. Buau cbabp:kaHue HA ONMAKOBKATA

BbyTtunka ot nonueruiien ¢ Bucoka mibTHOCT (HDPE), ¢ monunponuienoBa kanayuka, 3alMTeHa OT
Jiela 3alyIanKka, ¢ €J1eMEHT ChC CYLIUTE.

Siklos 100 mg ¢puamMupana TabieTka
Omnaxkok#u 110 60, 90 nmim 120 TabaeTKH.
He Bcuuku BUIOBE OMTAKOBKH MOTAT Jla ObJIaT IYCHATH B TIPoIaxoa.

Siklos 1000 mg dbunMupana tadieTka
OmaxkoBka 110 30 Ta0JIeTKH.

6.6 CrnenuajaHu nNpeana3Hu MepKH NPH U3XBBPJIsIHEe U padoTa

Siklos e mekapcTBEeH MPOIYKT, C KOWTO TpsiOBa 1a ce paboTh BHUMATEHO. JIuma, KoeTo He mpueMar
Siklos 1 0ocobeHo OpeMeHHH KEeHH, TPAOBa Ja U30SIrBAT KOHTAKT C XUJIPOKCHKApOaMUJI.

Bcexku, koiiTo padotu cbe Siklos, TpsOBa na cu M3MHBa phlETe MPEIH U Cle] KOHTAKT ¢ TaOIETKUTE.
Hewnsnon3BaHUAT IeKapCTBEH MPOIYKT WM OTIAABYHUTE MAaTEpPHAIN OT HETO TPsiOBa Jja ce U3XBBPIIAT
B CHOTBETCTBHE C MECTHUTE U3UCKBAHUSI.

B cnyqaﬁ, 4c npeanuvcaHaTa q03a U3MCKBa CHYIIBAHC Ha TableTKaTa Ha MOJIOBUHKH HITH YCTBBPTHUHKU,

TOBa TPsIOBa Ja cTaBa jajnede oT XpaHa. [[paxbT, eBeHTyaIHO pa3mWiIsH OT cUylleHaTa TabieTKa,
TpsI0Ba Ja ce U30BpIIIe C BlIaXKHA KbpIIa 3a SHOKpPATHA yIoTpeda, KOSATO Jia ¢ U3XBBPIIH.
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7. IPUTEATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

THERAVIA

16 rue Montrosier

92200 Neuilly-sur-Seine
Dpanuus

Ten.: +33 1 72 69 01 86

@akc: +33 1737294 13
E-mail : question@theravia.com

8. HOMEP(A) HA PASPEITIEHUETO 3A YIIOTPEBA

Siklos 100 mg dbunMmupana TabaeTka
EU/1/07/397/002
EU/1/07/397/003
EU/1/07/397/004

Siklos 1000 mg dbunmupana TadieTka
EU/1/07/397/001

9. JATA HA ITbPBO PAZPEINABAHE/IIOJTHOBABAHE HA PASPELIEHUETO 3A
YIHOTPEBA

Hara Ha mepBo paszpemasane: 29/06/2007
Jlara Ha nmocnenHo nonHoBsiBaHe: 24/04/2017

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

IToapoOHa wHGOPMAITHS 32 TO3U JCKAPCTBEH MPOAYKT € MpeIocTaBeHa Ha yeOcaiita Ha EBponefickara
areHIys 10 JIeKapcTBaTa http://www.ema.europa.eu.
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